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A selective and sensitive HPLC method for the detn. of the antiepileptic 
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After adding the internal std. 3-sulf amoylmethyl- 6-f luoro-1 , 2- 
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The method is rapid, simple, and capable of detg. plasma levels after 



L5 ANSWER 1 OF 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
AB 



10/733,565 



therapeutic ingestion of zonisamide. Some results from a dose-ranging 
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AB The invention relates to a process of prepg. 1, 2-benzisoxazole-3- 

methanesulfonic acid chloride (I; R = Cl) (II). This compd. is useful as 
an intermediate for prepn. of the antiepileptic agent zonisamide (I; R = 
NH2) (III). II is prepd. via chlorination of the acid I (R = OH), or its 
salts or esters, using thionyl chloride (SOC12) . Ill is prepd. by 
amidation of II using NH3 in either aq., anhyd., or masked forms. More 
specifically, the invention provides a process of prepg. Ill, comprising 
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the steps of : (1) chlorinating I (R = OH) or its salts or esters with 
SOC12 in an org. solvent and/or in the presence of a catalyst to form II; 
and (2) amidating II in the presence of ammonia, the latter selected from 
the group consisting of (i) aq. ammonia in a biphasic system, (ii) masked 
ammonia, and (iii) dry ammonia, to form III. Use of SOC12 to form the 
acid chloride avoids the use of POC13, which is substantially more 
hazardous in the workplace. For instance, 4 equiv SOC12 was added 
dropwise over 3 h to a mixt. of 1 equiv I (R = OH) Na salt in PhMe contg. 
0.1 equiv DMF catalyst at 50-60 . degree . , followed by stirring at 
50. degree, for 4-5 h. Excess SOC12 was removed by flowing N2 , fresh PhMe 
was added, and inorg. salts were filtered to give a soln. of II in PhMe. 
This soln. was cooled to 10-15 . degree . and anhyd. NH3 (g) was bubbled 
through the mixt. at that temp, until the reaction was complete, by HPLC. 
Filtration of inorg. salts, trituration with H20 at room temp., 

■F-; 1 -h 4- -i ^r^rl T.T-r, oUi nr, f V Q C 4 TT^^U a^un ^yn^p TTT in Q1 9 R & ui ol H 

lJ.J.L.lUL±Wllf UI1U VVdiJUJ.11^ VV-l_l_.ll _/w/U UL.V/J1 V ^. A 1 _-■-!-.__._< Jf X'--.^* f 

contg. only 2.5% I.NH3 (R = OH) (IV) as an impurity. Recrystn. from 
refluxing 95% with active C treatment, filtration, and slow cooling, gave 
III in 90.8% yield with only 0.02% IV. 
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NOTE: optimization study 
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AB A process for the prepn. of 1 , 2-benzisoxazole-3-methanesulf onic acid (I) 

by sulfonation of 1 , 2-benzisoxazole-3-acetic acid with chlorosulf onic acid 
or acyl sulfates in an org. solvent and optional conversion to its salts 
is disclosed. I has com. importance as a key intermediate in the prepn. 
of Zonisamide. For example, a soln. of 1 , 2-benzisoxazole-3-acetic acid 

(20 gm) , 98% H2S04 (22 gm) , and Ac20 (23 gm) in AcOEt (80 mL) was heated 
at reflux for 4 h and the cooled reaction mixt . treated with aq. 10% aq. 
NaOH (120 mL) to give I.bul.Na (20.33 gm) in 100% purity. Advantages of 
the present invention are: (1) the prepn. of I without the use of dioxane, 
improving the environmental safety of the reaction; and (2) the increased 
selectivity for prepn. of the monosul f onated over the bisulfonated 
benzisoxazole. Cryst. forms of 1 , 2-benzisoxazole-3-methanesulf onic acid 

(BOS-H) and its salts (BOS-Na, BOS-Ca, and BOS-Ba) were also 
characterized . 




CH 2 - SO3H L POC13 



Na 
(step 1) 



2. NH3, AcOEt 




CH 2 ~ S- NH 2 
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2-HOC6H4C(:Z)CH2S02NH2 (II; Z = 0)(III) and 39% II (Z = NH) . Treatment of 
III with acid gave 98% benzoxathiinone dioxide (IV) . II (Z = NOH) was 
recyclized to give 1 , 2-benzisoxazole derivs . by treatment with acid or 
base. On pyrolysis III gave benzoxazole derivs. 



RX(2) OF 9 




L8 ANSWER 4 OF 5 
ACCESSION NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 

GI 



CASREACT COPYRIGHT 2004 ACS on STN 
90:103882 CASREACT 
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derivatives. V. Electrophilic substitutions of 
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AB The site of the electrophilic substitution of 1, 2-benzisoxazole-3-acetic 
acid (I) altered depending on the species of electrophiles and reaction 
conditions. In halogenation, only the . alpha . -methylene group of I was 
substituted. In chlorosulf onation, the . alpha . -methylene group was 
substituted at first and then the 5-position of the nucleus was 
substituted. In nitration, the 5-position was substituted at first and 
the .alpha. -methylene group was then substituted. 
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* CH 2 - S- 
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Studies on 3-subs tituted 1 , 2-benzisoxazole 
derivatives. 6. Syntheses of 3- ( sulf amoylmethyl ) -1 , 2- 
benzisoxazole derivatives and their anticonvulsant 
activities 
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AB Forty-three 3- ( sulf amoylmethyl ) -1 , 2-benzisoxazole [68291-97-4] derivs . I 
(NRR1 = NH2, NHMe, NHNH2, etc.; X = H, F, CI, Br, etc.; n = 1, 2, or 3) 
were synthesized and tested for anticonvulsant activity in mice. Most of 
I were synthesized from 3- (bromomethyl ) -1, 2-benzisoxazole [37924-85-9] by 
reaction with Na2S03 followed by chlorination and amination. When X = 
halogen at position 5 of I, increased activity and neurotoxicity was obsd. 
I (R = Rl = X = H, n = 1) [68291-97-4] was the most promising 
anticonvulsant. Structure-activity relations are discussed. 
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